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Bcl-2 and related proteins have been shown to play nized in a compact, helical bundle, composed of two
central hydrophobic a helices surrounded by amphi-an important role in regulating the susceptibility of cells
of undergoing apoptosis in response to a wide variety of pathic helices. This core structure bears striking similar-
ity to the pore-forming domain found in a number ofstimuli. Although some members of the Bcl-2 family,
including Bcl-2 and Bcl-xL, functionally appear to pre- bacterial toxins. These data suggest the possibility that
Bcl-2 and related proteins maintain the homeostasis ofvent programmed cell death, other family members, in-
cluding Bax and Bak, appear to potentiate apoptosis. key intracellular organelles by regulating membrane per-
meability. The biochemical and evolutionary implica-Although various genetic experiments have confirmed
the central importance of Bcl-2–related proteins in regu- tions of these observations will be discussed.
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